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Intrinsic immune defenses are active before a pathogen enters a cell. This first-line of antiviral defense is mediated by a variety of constitutively expressed cell proteins collectively termed “Restriction Factors” (RFs), and they form a vital element of the immune response to virus infections. Among the RFs IFI16, a member of the IFN-inducible PYHIN-200 gene family displays a multifaceted activity due to its ability to bind to various target proteins and, in turn, to modulate a variety of cell functions including proliferation, differentiation, apoptosis/pyroptosis, senescence, and inflammation. We have recently demonstrated that IFI16 restricts HCMV replication by down-regulating viral early and late but not immediate-early mRNAs and their protein expression. However, viruses are known to evolve numerous strategies to cope and counteract such restriction factors and neutralize the first line of host defense mechanisms. Our studies demonstrate that during early stages of infection, IFI16 successfully inhibits HCMV replication by down-regulating UL54 activity. However, in late stages HCMV mislocalizes IFI16 into the cytoplasmic viral assembly complex (AC) and finally entraps the protein into mature virions. Together, these data demonstrate that IFI16 is a restriction factor of HCMV replication and clarify the mechanisms HCMV relies on to overcome IFI16 viral restriction.


 

